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= (54) Title: POLYMER CONJUGATE OF TAXANE 

= (54) SfclB<D«ffc: *+-^>S(Z)i»»^-*e^f* 

^= (57) Abstract: [PROBLEMS] To provide a novel taxane derivative which can release the medicinal substance in a bioenzyme- 
independent manner, is expected to have an effective therapeutic efficacy, and has a water- solubility. [MEANS FOR SOLVING 

^= PROBLEMS] Disclosed is a polymer conjugate of a taxane, which comprises a polymer having a polyethylene glycol moiety and 

^= two or more succinic acid monoamide moieties and a taxane, wherein a carboxylate group in the polymer and an alcoholic hydroxyl 

^— group in the taxane are bound to each other via an ester bonding. 
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[0002] /^y&tt/v^ ^z^/vmzftm&ti&^-y-^mn, 3z.\z.4<f-^<owfo\z. 

m'Bx^tc^7Km^n^T^fc^com^mf^rix^fc 0 
[0003] #f^^mi^#f^^m2^^^ o y^^-w^y^-/v^^b7t^ p PK7^ 
ykvx(Ds<?v?tts\s<Dmft^m^fcfc^^xm^tix\,^ 0 

[0004] 31, #W^Citt3^tt N /^y^ir/W^Kir^ir/WDT/l^— M£7.k^S^W 
[0005] -^7 N ^^4^{^ir^^f^L7K^'l4^-r^y^l/^y3— ;VhtfVT 

^<y^m<D^y^m^mmn\^w^vtc^^mm^tixm, m$xm 
5o #f^i«6i-tt, 7Ky^w^y3-/k^t#y^v^^^>o^ns/^^m^ 
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#fF»l : SB&&MB93/24476-5§-/>V:7 UyY 

: 0 - 5 1 3 1 87-S^f« 

#fF3Cfi£3 : #^2003-51 1423^$| 
#lf»4:#f^2694923^# 
#fF »5 : #fFm 3 26 8 9 1 3 #£#R 
#fF»6: ffl^M H2004/ / 39869^^^^^h 

[0006] #f^mi^#f^m2!^fH«o^y^^w^^y^-/v^^t»j^cD^^(i 
[0007] ^^fife3fE«6<z)^y^v^5^^o^bfc/^^y^^-fe7^w^. fufa^# 



[0008] *mM#mfemtz<DmM&Mtk^<MMmtiLtcffi^ =t^?m*/T^<Dm 
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[0009] hp^ n *mwn, ^TcD(i)~(io)tcH-r§ 0 

(3) 2UAi(D^^m^/r^m^ / M^r^^>mxh^±.U (2) fEtSccD 

[0010] (4)-^ (I) 

C0 2 R4 

R1-0-(CH 2 CH 2 0) r R2-[(NHCOCH> d -(NHCOCH2CH> <> -{NHCOCH) f . 

CH 2 C0 2 R4 CH 2 COR5 
COR5 

I 

■(NHCOCH 2 CH)g^NHCQCH) h KNHCOCH 2 CH)i-(NCOCH)il-NHR3 

I I / 

CH 2 CO z H COCH 2 , 



C0 2 H 



[0011] K^, Rltt^K*J^^X«(Cl~C6)T^7VSSr^U R2f3*£^^£^U R3 

£<£>^£2r^U R5fi(Cl~C30)T/V=t^v'S> (C1~C30)T^/W^-/^^S 
\ (C1~C30)T/1^/WT^/S, v>(Cl~C30) T/Vic/VT^J^ % ;Vi$*r*/Wfi 

{%m&tiTcT^/mR-(y-N(R6) conh (r7) frbtez>mfabmitti&m%:^, r 

6, R7fi|nl— T?tM^oTV^Tfe«t< (C3—C6) ^T/V^/VS^lXttH^T^/ 
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U cU e N f, g, h, i&<^jtt#^Sl37;iC0~200Ofit&:^U fc/-cbd+ettl~200 
CD^^^L, B.od + e + f+g+h+i+jfi3~200CDS^C^U ^T^^^rV 

[0012] (5)Rl^(ci~C6)T/^/^Trfe'9, R2#S (C2~C6) T /V^Ul/^X^*) , R3tfS 
(Cl~C6)Tv7l^-Cfe^ ttfSlOO~300<DS$rC&!9 > d, e, f, g, 
^t^\a^O~100CD^#:T^, fcfcLd+ettl~100cD#^C^fe«9, lod+e+f 
+ g +h + i + j &6 ~ 1 00 _LfE (4) fE^cD^^^IS^ K^^f^o 

(6)Rl^(Cl~C3)T/V= 3 r/VS-efe'9, R2^S(C2~C4) r/^^yS"Cfe^ R3/5S 
(Cl~C3)T"->vl^T?fe«9> t^iOO~300cD^#:-Trfel9, d N e, f N g, h, iRT$i&& 
*%k&lZ.0~90<D&%CVfo<Q^ fcfcLd+eJ31~90<DS^refe<9> lod + e + f+g 
+h+i+j^n5~90^Sm^5±fS(5)fE«c^^^-9-^S(7)S5>^^f*o 

[0013] (7)^^^dV^^y^^/kX»Kir^ir/^fe5±|B(l)~(6)(c|Eifec0^^r 

^^JSrffi V^T«x/^^^itS^iS:#m^-rS±IE (1) ~ (7) <DV >T 

do) _btE (i) ~ (s) ©V ^^^-ia^tE«o^^^S(D^^^f*^^rsti^ 
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[0015] *mm<D?*^>n<vmft^mmm^ m^u>yv^—/^mm^t2^± 
^m^m^x^^m^yr^m^u^tn, -hnco-c-c-co umm 

2 

&St5fcU 09*. =/^*/r^K(-HNCO-CH -ch -CO H)^\ T^/n 

2 2 2 

H-) -CH -CO H, fcSWi-HNCO-CH -CH(-NH-) -CO H)#^S 

2 2 2 2 

[0016] m^u^v^—^m^^t2^±<D^^m^yr^hm^^^^v 

^y^-^i^yr^/^^v^o^^^y^^-^^y^-Mff^^-^*^^ 

t*5tgp^(D^^^yrx/^^>^o«^^bfc^y^-^^*ti,5c 
[0017] ^5g<D^^-y-^(Dft^^ffco^y^— Ktetf&^j^u^y^—Mn 

^LTV^T^j;V>(Cl~C6)r/^/^(Dr/l-'= 3 r/^i:UTfi^|E(7)r7^/^S^ 
W btb, ^U<«(Cl~C4)T/^/VS^^tf m^/v 



WO 2007/111211 6 PCT/JP2007/055809 

[0018] atfJ/^U^IJa— /HffJfg|J^O^StU-Cfi300~500000@S-CS>lJ, 03; 
L<»500~100000@Jt, JE^^L<«1000~50000©^-eab5o 

[0019] ^miztertztfy^u^v^— ^my&nfrk2£x±(D=t/^m^/T^mm 

gB$>£^53#y^~©#^ftJ*500~500000=IS£, £?^L<«600~ 100000 
Sfi, JC^0*U<«8OO~8OOOO3glS-C«)So 

[0020] ^w^^^visos^^^^v^-c, ^y^^^y^/Mt^^ 

[0021] ^W^*3V^T^f->1g^LT«, T/va— /HfckBfe^Sr^U lo, feiM*^ 

tt, Tf3^(II)^^^^y^ir/^TIE^(III)^^^K-fe^^ 
ir/V^WkttSc ^I^S^T/Va— /MfeKifeSfcLTH:, M*-t£. TIE^dl 

[0022] Wb2] 
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[0023] Mfc3] 




(III) 



[0024] &&mz&\,^X2&±<D^?Wl*;T^m&nfrkLXfetfV7X/*7^>'Wtft 

[0025] *mm<D?*^M<DWift^Mt&t£tVX&~g.ls<tt, ±12-^(1) Kt, Rl 
«7KlitIC^Xf±(Cl~C6) T/^/V^^U R2f±f^g^U R3fi7fC3SJE^ 
X«(Cl~C6)Tv'7WS^U R4«^^ri^^(Dr/P=i— /HfefcS^Sr^U R5 
«(Cl~C30)T^=i^^, (Cl~C30)T^/^/V^-^S, (C1~C30)T/^ 

oTv^T^j;<(C3~C6)^^T/^=3r/I-S^ : b<tt^0T5yS-esa^t^Tl/^Ttj; 

V^(C1~C5)T7^/VS^U t|25~11500tf>!g$:3:^U d, e, f, h N iRtf} 
tt^^^Al^0~200(DS»^b, 7cfcbd+e»l~200(DS^:^U lod+ 
e + f + g + h + i+jtt3~200cD»^U #V7X/<73c^<D&m!$m±L<DU 

&mfe&nx&ttxm£n&{k&mm'<ft>nz> 0 

[0026] — fl&x^ (I) COR1 *5 it5 (C1—C6) T/^/VSibTfiffliXa^ H£§I<Z) (CI ~ 
#^iL^X^te^CD (CI ~C3) T/^/l-S^W^bV \ aC^Xfi^^W (CI 
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— (I) (7)R2-eS$tL5^'^SibT^, JRfK:RB5££*Wfel ^ (C2~C6) T/l^^r 
Ix^-S^^^^tl, (C2~C4)T/^^S£W£LC Miff, ^l^g, 

[0027] — ^^(I)<Z)R3^^5(Cl~C6)T^/VSibTtt#l-KS$^V^S > 
[0028] — (I) (DR4^fr£?^>'M&T/l'*~;V&7fcmm<Dj%mz.m *X9*?W 

^3^y^i-/W^_hfE5£ (III) ^^SKir^ir/M^W 
[0029] — |^(l)(DR5tt, (C1~C30)T/^^>K, (C1~C30) 7^>V3r;V^l/^ 
(C1~C30)T/V^-/WT^/S, v ? (Cl~C30)T7^y^T5;/S > #/l^t^v^;^ 
M^tL/cT57^a , -N(R6)CONH(R7)^^^S^^Sfm5S^U R6, 
R7^|H— "C^I^otl ^"Ofe <£< (C3-C6) WfcT ;VW£\~>< f*H^T^/S"C 

[0030] f^(Cl~C30)T/^^S^bT«, MOm^H^iltf) (C1—C30) T/l^drv- 

^h^v^> n-/P^^>I, i-/P^i/S, n-^R'/'S, t-^>^rV 
g^WbtK (Cl~C30)T^ d r/^^S^bT«, B^Xte^^CD (CI 

~C30) r^i^/i^^s^^f it:#ixf^n^iio(ci~cio)r^/^/v 

[0031] f^(Cl~C30)T7^7^T5/SXtt^(Cl~C30)T/^/^T^/SiLT«, 
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ttmfbtls l*:#IXtt^te^©(Cl~C20)T/V^T^SXf^(Cl~C20)T 
sU3c;UT^/mtm-^<, ^f^/S, xf;l/7^/S, n-7 0 PtVl-T^ 

ys, i-^ntfVKr^/g, n-^f/vr^S, t-^^/^r^/s, v^/^r^/s 

[0032] |^/^3f^^!I^^cT5/^L-Ctt, IfW^fK^Mv^llS^ 
[0033] — |S^(I)(DR5^f76-N(R6)CONH(R7) [R6, R7{3P— TfcS&oTV vT 

<t< (C3-C6) mwT/^^mmi<<n=mT^/mx»m$:£thxv ^-ob<tv ^ (ci 

[0034] ^^(D_h|E— ^(1) ^^n5^^^^ftf^*t^^*3tt52W±03 

s^r^^vSHfikttd+e+f+g+h+i+j-e^tt, 3~2ooia@jti?fe i 9, 0 

^T^y^rV^lSc (d + e + f + g+h+i+j) t^-r^^=3f-f-^(D^^U7cTX/^ 
7dfV^i5:(d + e)<DfiJ^fil~100% > ^U<«3~90%, Hfc#£lX«4~60 
%t?*>5o X, TX/^^V«C(d + e)^LTl~200{gk #mXfil~100^S£ 

[0035] ^T^^7^fV^^(d + e + f + g+h+i+j)^>(t-f"Sa -T5/^M(d + f + h)(D 
§ij^«10~100%-efe"9 > ^U<tt20~100%T*fcS 0 ^©tw^tt, Mxl«\ 

[0036] ±m—^^(I)(DtbVXn5~ll500nm(Dm%tXfoZ>fi\ £?3;L<f38~2300 
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[0037] ±m-^(i)xm£nz?*^M^m^M;^m^ ^x^v^u^v^ 
[0038] *mn<D?*v>M<Dmft^&m^ m^m^^sfv^/vm^ftt 
(DT;v^~M^ 7 m.mt^mm%^A^m^m^m\^x^^;v^^^- 

t^m&fat, ^m^jt^x^m^^m^(D^mm^mMvfc^^>mt^, 
m^mffi-rzmmmmtp, ^ixjsn, n-^^/mm^t^kcdmf), i, 3 

-v ? ^7l--2-^^V!Jv ; /^(DMI) , N-^/Vt o nUK^(NMP)#C0#^°Ph 
^t£flf£i»^ 0~180°C, ^L<«5~50 o C^^n^-->/^/V^i/^K 
(DCC), ^y^ntV^/V#^^F(DIPC), 1 

/^ntV^^/k^^-Y^K^^J^CWSC) , 1 -^b^^/k^/v— 2-3i^>-- 1 

X, R5fc-N (R6) CONH (R7) & (R6, R7fi|^— -CbSfcoTV £< (C3~ 

[0039] — (I) ^b^#Itp©R5^ (01—030)^/^3^^ (C1~C30)T^^ 
(C1~C30)T/MVKT^/^ ^(01—030) T/^/PT^ySX^^ 
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~C30)r;^^i N (Cl~C30)T7/^/l^r^^ (C 1 ~C30) T/^/KT^ 

ys, -^(ci~c3o) r^^r^ysxtt^^^^dW^^tb^tr^/afe^SrSif 

AL-Tt>=fcV\ 

[0040] ^0jO^^V^©S^^^f»^J^UT^ffl$tt5 o SiS#^0Si*# 

^fc<omm^m^nx\,^m^m-nm^n^m, mz.t£, ffi&m, mnm, m 

mm, mm, mmm, ^mmu ^mm, ^mtm. mmitm, mmu 

, &m, mnmmmx%z> a mmmtvx(Dmm^m^.v<, mn, wz.it, 7k, £ 

„ m^y— /V, ^^/WVVWv^ N-^/Vt°nyFV, ztfy^i^jfita— /K ^ 
tVXO. 01~500mg/ / m z % ^U<f*0. l~250mg / / m 2 £rg:^--rSo SElt^«t5 

[oo4i] ^mmmMtm^^Mtfcmmm-rzvK ^m^nh^mmm 
[0042] mmrni ^^i(^*i2ooo^h^^y^^^y=i— /vsp^^^^s 
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— (I) <DR1 =Me s R2 = MWl^g, R3 = Ac (Tirfvl^) , R4 

= ^J^=3Hr/H^g, R5 = ^y^t3t; 0 /UT^7^/V^^/Wy7 0 ntVvr^/S, d + e 
+ f + g+h+i+j = 35, t = 273)<?)^k 

VTX/<7^m7vy?&m&fc(TXs* , 7*c>'&<Dm&%C35, 15. 4mg)^miR« 
/^U^-fe/V(10mg)^DMF(lml)(^^U DMAP(0. 8mg) N DIPC (0. 01m 
l)Sr*n^ 25 o C^T20H#r P m#bfc o SJ^^t-^/— /KSmDS^^Pf 
7^—^(1 2ml) ^P^, ^fi^T30#»#Lfc^£t^£*&U ^y— ^ 
/vVyynfcVl^— r/KlAlv/v), 3ml)-t?«fe#L7i 0 ^ftfcft^SrTirh 

-by/v/* {i/i ( v /v) , 3mi) fcjgftpsu ^y^Ifi WWr^Mmyv 

^^^50 (H + ), 0. 2ml) ^M^U r^^MJ^/^d/Kv/v), lml) fctlS 
ffllfc #^ttfc^fflpj^^^(2ml)»^7tmrirb-by/^MJ£T@*U > ^ 
©&3fc^$^i-5£fcfc:£oTfb^t&l (18. 2mg)£#/c 0 
[0043] HPLC (i*J3i?K^P^^97>f— ) ^iSSJ^^^^^HJ^/^y^^-fe/^*^ 
tf-*J&^ \t&m\^(0^)Z^^mtl§. 5%(w/w), d + e + f + g + h + i 

i-5r^^s^^^ ( 7D#fei:b^t:^i^fi7k^^^hy'>A/ / fi7]c/fiT-feh^hy 

d+e + f + g + h + i+j^*f-f 3f + g<D§iJ^«:3. l%fco/c 0 -?:OftoT;^^rV 
|li»MVi(h+i) ^f±«t«5tG) T?fc5= 

[0044] HJSM2 it^2{^Ai2ooo<D^h^^v^^> / ^v^—^^tM^§k^ 

33<Z)^°yr^/>^^V^^^ 5 b^S^n^^*M^f$^Firy^ir7V^(^|*^#:: — 
j|S:^:(I)<75Rl=Me(y^/VS) > R2 = hyy^l/>-S, R3=Ac(T1?^VV'Sh R4 = 
K-fey^r-ir/^S, R5 = ^y7 0 nt 0 /PT5yi77P7K^/Wyyc3t 0 /I^T$7£ > d + e + f 
+ g+h + i+j = 33, t = 273) 
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VTX/*7^&yvy?&m&fc(Tx/* ; 7*c>'M<Dm&$ti33, 665. 4mg) irrfTIR 
(7)K-fe^ d r-fe^(300mg)^DMF(lOml)^?^?L, DMAP(18. 5mg) x DIPC (0. 
47ml) &m%.. 15°C^T2O0#PM#U %<D&£tb\Z.25X:iZX4mflRffltUto K 
J^I-St^^vKl5ml) , ^^7— 7^ (15ml) R^Wp^x- (120m 
1) ^&^T30#«#Lfc#ft^£»JfeU ^yy-^/vVyyW/^ 

-f/Kl/4(v/v), 20ml)-e^U7i 0 &btlfttfcffito&T'teh~\>yA'/7k(l/ 

i (v/v) , 60mi) wmm, ^^>^mmm(^^-^M±m^^y^^5o(u + ) 

, 5ml) fcii*£U Tirh-MJ/P/* (1/1 (v/v) , 10ml) fcTigffiLfco #ib*l7t 

^mw^-i-7j< (50mi) s:7jn^«r-feh^by/vsr«£ETe*L, ^<omm^M-r 

5r^tj;oTfM2 (850mg) £#7i 0 
[0045] HPLC (SbMf^y^hy^yy— ) ^j;6S^-S^»*S^Kir^^ir/^*(Df+ 
<b^^2tp(DF-fe^^-fe/^*tt26. 5%(w/wK d + e + f + g + h+i+j 

tt&K£.%b, R5^LT^yy 0 nt 0 /VT^y^/^^/Wyy°nt o ^T^/X^#^P 

/^(-fWbfc^(Z)c^ 1 H-NMR(7K^«^*Bft^-<yh/^)^^*febti, -fyy°n 
typT^y^^fc/wy^ntyvT^ys^^yT^/^y^vi^^ HPfe, 

d+e + f + g + h + i+j^-r5f + g(DfiJ^fi20%^o^ 0 ^©ffiGDT^^V^ 

[i»;v*>i (h + 0 &5 v ^ (j ) -e&5 0 

[0046] HJfeM3 ^#i3(^*12000(7)yh^r^ 0 y^^^y3^-/^^t,M^ 

^ft^Kir^ir/Wr^i^ : (I) CDR1 = Me (y^S) , R2=hV 

S, R3 = Ac (T-fe^vl'fi) , R4=Kiry^rir/V^S, R5 = -fy^°ntVur5;y^7^ 

—/Wy^utV^T^yS, d + f + h+j = 21 N e = 0, g = 0, i=0, t=273)0^$c 

TlE##Mi^^oTis$iU7tyh^v'^y^i/^y3— 7P-^yr^/^^v^ 

y n^yJtfi^f*(T^/^^fV^Ofi^m21 > r^/^^VSfeWljg^^tt a 
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% 259. 7mg)trfl|gcOKir^^-fe/V(100mg)^DMF(3ml)t^Mfb, DMAP(5. 
lmgh DIPC(0. 13ml) ^1JH^ 15°C KX44 H#Wj£#U ^r^^^b^25°C^T5 
B£Wl*#Ufco SJC£!R (4ml), x.9J—>\> (4ml)%.XJ^My7tt°/^ 
-X/K40ml)^PxL, ^^!-T30^»bfc^^tlif^l^«^b, ^9/*-}V/*M 
y7°tt°;v^—^/v(l/4(y/v)^ 5ml)T^Ufc 0 #b*ifc&^£Ti?h^hy 
/V/* (1/1 (v/v) , 20ml) fcigfl^ -Ytf-^gMttflg (^^^-^^/HtW^^^ 
^50 (H + ), 3ml) r-feh^MJ^/TfcCl/Kv/v), 6ml)te-0£fflUfc 

o #btL/c^m®^^7K(10ml)^P^rt^T-feb^by/^MffTW*L, -^(DfJ? 
HSW5^tiaoT^3 (320mg) £#fc 0 
[0047] HPLC (K^^t^H/^f— ) fc<fc5KJS$fc*c£*SlSKir*^/i'i©ff|- 
Jfc3»£>, ^^^3^CDKir^^r-tr/^fitt22. 8%(w/wK d + f + h+jfcl*H-5d 

d+f+h+j^^f-r5fc7)'#J^«37%/co/c 0 Wf&cDT^y^V^tt^t^/^ 
(h) &5l M^^«3t(j) "C&So 
[0048] HJfeM4 ^^4(^^*12000^h^j^y^UV^y^— 7V§P^^fi^C^S 

33(D^yT^/^^VM^^^^5yn^y^m^f*^K^^-fe/Vi(75^^#:: — 
JK^(l)©Rl=MeO<^-/VS)^ R2 = MJ^ < ?V>'£, R3=Ac(T-fe^/l^h R4 = 
K-fey^rir/^aS, R5=^y/nt 0 /^T^/^/^-/^y7 0 i3tVP-r^/S#3 «f0«O 
— ^3in^T9— ^Jb, d + e + f + g-h + i+j = 33, t = 273) tD-£-j?£ 

yr^^^fV^y'n5/yifcM^f$(T^^y^rV^C9M^i^33, 326. 2mg)£rfTl£ 
CDK-try d r-lr^(l00mg)^DMF(7ml)(^§^b, DMAP (9mg) „ DIPC(0. 07ml 
)Sr*P^ 15°C^T20B#^if#U/c o 7zn^/VT^^^-<^v ? /^^/Vi^^^(23 
. 7mg), hy^/KT^MO. 01ml)*Dj;OTlPC(0. 17ml)^P^, 15°CKX£b 
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ml), ^$j—/v (11ml) J$OJ*MyJ'tt°/V^—*T/V (88ml) <£rj&n*. N ^mcX30ft 

^#L;M££t#T^&r3fi&U ^y— /v/vVy^ntvi^— 7^(1/4 (v/v), 20 

ml)T-»b7c 0 mbtlfctfctiTm$:T±b~hVJV-/7k (1/1 (v/v) , 20ml) 

4*>&mmm (<??^%M±myv^y?x5o (h 1 ) , 3mD ^jugu r-th 

-HM'/* (1/1 (v/v) , 20ml) KXmmVfz. 0 &btltttemm&\Zfo (25ml) 3r 
90mg) £#fc 0 

[0049] HPLC (^Ifft:^Dv^77^-) (dJ;5S^^c7)*^Kiry^rir/P*(Dff 
fi^, ^b-^4fil4^0K-fe^^-fe/l^fittl9. 3%(w/wK d + e + f + g + h + i+j 

^-rsd+ecDftj^-«i5%-^feo7c 0 ^#34^ mm^^^±M±mktax 

[0050] R5(D— otLTiAUfcO-'<y^-73:^;l'T7->'l'Slt, {b^34€rT-feb 
^hy/V-*m{b^hy^A^^^40^7?6B#TO^^L, ^mL7c-<^//VT 

y //W - y m^7l^T9— ^S^^^bfct>©cD#J^fi8%fdo fc 0 

/^i^§^L7ctiC73o 1 H-NMR(zK#^#^*^^yh^)^^*^bns yyy°n 
tvi^T^y^^-/wyy B ntvvT^ys^^y7'^/N°y^^^ d5^-5fij^ hp^ 

d+e+f+g+h+i+ji^^f+gO^^^y^ntVvr^y^/vfc/Wy^nty^ 

T5yS^5^ufc^(Z)(Dfij^(ii2%-efeo/t 0 rso^a^/KUtx^ 

^Vg^^StJ^ fiP^> d + e + f + g + h + i+j^-TS, f+gfij^^20%7co 

ito z<Dm<DTx/*7^z/mz.mm*^>'&t(h+i) ^tsmtM&ii) xh& 0 
^^22cD^yyv^$^M^^^^6^n^y*fi^#:^^yyy^-fe/vt(D^f*) 
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SrDMF(lml)te$gj!¥U DMAP(0. 83mg) % DIPC (0. 01ml) ^P^, 25°C^T2 
0mmmWVfc o EJSifcfc^/— Ml. SmD^^-ry^ntV^— 7vKl2ml) 

f/Kl/4(v/v), 2ml) T'iJfe^b^o #btl,7ta:^^rirb-hy/V/ / 7K(l/ / l(v 
/v) , 3ml) -f^^iMtl! (^^#M±§^!>^*;*50 (H + ) , 0. 2 

ml)WU Ti?b~l>y/k/*(l/l (v/v), 1ml) '<^xm^± c #b*Lfc?£tfJ 
IH^OK (1ml) ^P^7tmrirh-by/^«iiT^*L, Z<DWMffi&m~tZ>^t 
Wot, it^b^(29. 0mg)^#fc o 
[0052] HPLC^^SR^^CD^S^^^y^^^ft^ffft^^bK^^^^^^^ 
y^^ir/^*»30. 2%(w/w)-efeo7i 0 l;b^b^#Itp> jSgttfV^y^i?/^ 

[0053] i*^mi ^^°^y^«/v^#:©@#*^#^T-^^»j^m 

mX*lmg/mLX*mMU 37°C(CT^V^^-<-hL^ 0 f^SJ^^f^^^PzK^ 
^Stti«^^#:^»J^^*^^*^rt^^J*iOit^|E|l^^bfc 0 

0i^bj^^j;5^ *i§0jc75r^^^f*(^^i) nM^-mmm^j:<x 

[0054] 8ftHM2 F^?*^^&fo(Dmm4¥fefeTX(DMM$ktii 

it&®2, 3*5iWb^42r, PBS(y^llff^3S^7K;pH7. 1)MJ^- 
MSTrlmg/ml-C^fb, 37°C^T-<^^-bbfc 0 f^S^^f^^^P/K 
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m^^^mm^^rx^mthtcmmnmm^^x^^ 
[0055] u,mm3 ik&m&mnMftRi 

w<Dmft^&mik&m)xmmm(^?v?^^ ptx)^ &*prxmw 

■T?200mg/'kgCOM*-C> -^^m»^I{-4 0^Pfi-^3lE](^l^, 0, 4, 8 0)*£ 

, (Lmm) (Wmm) ^, ^y^-^rffl^-Cf+PJU Mf«£r 

(LxW 2 ) ^^ffflfLT&^M 0 ©JSg«^^^Sffi^JB3»f*c»iUT^l 

[0056] Cgl] 







0 


4 


8 


1 1 






1 


1 . 9 


2.25 


2 . 2 4 






1 


3 . 2 8 


4 . 7 5 


4.0 7 






1 


4 . 4 7 


8 . 1 


1 4 . 6 2 



[0057] m^M^^tDj^^^ft:^ PTXtmC&-$aK*5^XPTX£y)mtitzffi 

[0058] ^s«4 ik&mztekijzcDtfmmftm 

* (Dm*mmx^xmnmft\^m&^vtc 0 it^m2Rmt^mnDTxmn 
x2oom g /kg^5%yy ^mmmmxmmv^"fc 0 DTxnmm^^yT- 

fflWc 0 liOftS (Lmm) 1« (Wmm) ^, =*Mry^°— &fflV^ttfB!l 



WO 2007/111211 



18 



PCT/JP2007/055809 



[0059] [^2] 













0 


2 


4 


7 


1 0 




2 0.0mg/kg 


1. 00 


1. 31 


1. 26 


1. 23 


0. 92 




200mg/kg 


1. 00 


1. 33 


1. 56 


1.5 9 


1. 23 


DTX 


1 OO.mg/kg 


1. 00 


1. 6 1 


1.5 7 


2. 30 


5, 85 






1. 00 


2. 89 


6. 09 


9.3 8 


14.03 



[oo6o] m2frtb*mw <Dm^^m^ M^m^^xDTxx^tiftm&f^^ 
[oo6i] 3«&M5 \t&m±<o*mmifem 

*f &JH1$Tlg$?Lffl I vfc o DTXf±ff?IMn n n(D^y^— /V^ (lOOmg/kgffl) SrttJS 
Lmm) S.t> 4 ^ (Wmm) 3r N ^y^— 2rffl V vCtf- $JU M-»f*«£- (LxW 2 ) 
[0062] [^3] 













0 


3 


5 


7 


1 0 




2 OOmg/k g 


1. 00 


1. 09 


0. 9 9 


0. 8 8 


0. 5 3 


D r rx 


1 0 Omg/k g 


1. 00 


1. 1 7 


1. 1 7 


2. 1 7 


5. 75 






1.0 0 


3. 37 


6. 03 


9.17 


15. 79 
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[0063] &3frtt&m<Dft&*i&&fot&, m*mM\zte\,^xDTX£ymtLfcimffiVk$: 

^.m^r^/y^jvm^-r^v^ym^^w^— msunbright 

MEPA-12T, B^Ms^M, TO^H^* 12000, 1. Og) grDMSO (20ml) Kf&M 
0 —'<IS&A' L—T^<9^>Wt N — %sl>tf (0. 47g)^Pxi-C35 

160ml) ^n^, ^&^T905Ht#L/c^ £fc#f»«JfrU ^9 s*->v/*Mvrf 
nt 0 /^— tvV (1/4 (v/v) , 50ml) Tf1»U7c 0 

#^tt7t^^^DMF(20ml)^^¥b, MtKS^16(0. 3ml) Sr*P^.T^?a^T15 
9#PeflJi#L/c 0 SJS^i'-^^7-/K40ml)^t^^y^ntV^-x/Kl60ml)^ 
#PpU ^mfcT90#Jt#Ut^ £t«9£ttU :n*y— /w/^y^nfcVl^— 
f/Kl/4(v/v), 50ml)^^-rSrt(-J;o-C, 1. 34g©@7»£r#fc 0 

W±fr1tMWfaV>0%\. 24g^DMF(25ml)(^^#, 5%^9> ?1 7A-^?Sf (12 

/N°7^^-^*»Jf> mm^^(50rnl)R^4yy°^°/U^-— 7VK280 
-7/Kl/4(v/v), 100ml) -?i5fc#N $£#Uc: © % > 7K( 100ml) ^^?U7t 0 IN 

7Kmiti-bv^^mm^xmm^(DpH^io. ot:iit, +^#bf-HP-2o 

SS*7^n^h^77-f- (100ml) tCii^-TSo 7K (300ml) "C^M, 50%^"tK 

r-feh-hy/v(3oomi)-e^wu/c 0 g m^m^t* mfr*. 

iDowex 50W(H + ) (25ml) ^ili^U 50%^7i<T-feh^MJ^(75ml) ^gfc^L 
[0065] 1 H — NMR (D O + NaOD, ppm) :2. 1 (s) , 2. 60(dd), 2. 71 (dd) , 3. 39(s), 

2 

4. 63 (dd) 

^^OT^^^i^, 0. 02N7KM{b^hy i 7A^jlV^cM^fi!- 
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[0066] [Hl]^PJcD^#)l (/KyT^/^^V^-/^^y^^fir/V^f*) t&Mtik'&m ( 
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[2] ^y^^^y^-;v«3t^^^2^±co3/A^i^/r$K«3t$P5>^^r-r6^y 

[3] 2W±(D^yN^^/T^K«^^^^y7-^^^V^fe§«^^2|B«4(D^^ 

[4] -^(1) 
Wb4] 

CO z R4 

R1-0-(CH 2 CH 2 0)t-R2-KNHeOCH>^^ 

CH 2 C0 2 R4 CH 2 COR5 
COR5 C0 2 H 

I I 

-(NHCOCH 2 CH) g -(NHCQCH) h -{NHCOCH 2 CH) r (NCOCH)il-NHR3 

I I / 

CH 2 C0 2 H COCH 2 (I) 



S©iS^L, R5fi(Cl~C30)T/>=i^S, (Cl~C30)T7/l' !a M'^v'K 
„ (Cl~C30)T/l-'= 3 r/^T^yS N v ? (Cl~C30) T/^/^T^/S, ^/W^v^/^ 
f£ff ^/cT^/flt&^-N (R6) CONH (R7) a»k&5Pa>k&ii*L5KSr^U R 

STflKfe^JVCV ^Tb <tV ^ (C1~C5) T/^/V^^U t J25~ 1 1 500»^^cSr^ 
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U cU e N f, g, h, iRTJ t it±&*$k3HZ.0~200<D&$k&7jkl^ fc7£Ld+eFil~200 
©It^L, 5.od + e + f + g + h + i+jfi3~200O3g!gc^U zKyT^^^V 

[5] RldS(Cl~C6)T/Vdr^St?&«9, R2#S (C2~C6) T/WrV'yi'C&H, R3^S(C1 
A£^0~100cD^iic^fe'9, fc/cLd + ef*l~100cD3g$rT?&^ lod+e + f+g + 

[6] RltfS(Cl~C3)T/l^/l^-t?&t>, R2^(C2~C4)T/^U^S'C&?), R3fl*(Cl 
~C3)T^/vmx*&V, ttfSl00~300<£>S$rCfc!^ d, e N f, g, h, i&Xfi&&*$k 
3HZ.O~90<D&WcX*tb*)* fc7^Ul+em~9O0>SH&"T?&tU lod+e + f+g + h 
+ i + j ft 1 5 ~ 9 0 (DMWceh&fn *ll5fS*cO^^M» ^^^f* 0 

[7] ^^1^^m^^^y^^^X«Ki?^^/^&55f^«l~6^|HitCD^^^ 

[8] ^y^^^^y3-/v«^^i2^ji©3yN^^yT5K«5ggp^^-ra#y 
[9] ^y^^i^^y^-/v*}t^^t2^ii©^xN^^/T^F«5tgp^^-r§^y 

[10] W^«l~8(DV^^^-«^IE*feO^^^(Dii5^^#:^^j^^t-rS 
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